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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30), DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
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1)[X] Responsive to communication(s) filed on 07 August 2006 . 
2a)D This action is FINAL. 2b)KI This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
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Detailed Action 
Status of Application, Amendments, And/Or Claims 

The amendment received 7 August 2006 in response to the Office Action 
of 1 May 2006 has been entered. Claims 2, 5, 6, 8-10, 14-29 have been 
cancelled. Claims 1, 3, 7, 11, and 13 have been amended and the amendments 
have been entered. Claims 1, 3, 4, 7, 11-13 are pending. The pertinent 
remarks/arguments filed with the amendment received 7 August 2006 will be 
responded to herein. 

The text of those sections of Title 35 U.S. Code not included in this action 
can be found in the prior Office action. 

Objections/Rejections Withdrawn 
Withdrawn Objections: 

The objection to the specification is withdrawn in view of applicants' 
amendment to the specification indicating parent application has issued as U.S. 
6,770,742. 

The objection to the IDS is withdrawn in view applicants' submission of 
references. Only the English translation of the abstract of reference AQ was 
submitted to the Office; therefore, only the abstract has been considered by the 
examiner. 

Withdrawn Rejections: 

The rejection of claims 1, 3, 4, 7, and 11-13 under U.S.C. 112, second 
paragraph, as set forth in the Office Action of 1 May 2006, as being vague and 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention is withdrawn in view of applicant's 
amendments to the claims. 

The rejection of Claims 1, 3, 4, 7, and 11-13 under 35 U.S.C. 112, first 
paragraph, as set forth in the Office Action of 1 May 2006, because the 
specification does not enable any person skilled in the art to which it pertains, or 
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with which it is most nearly connected, to use the invention commensurate in 
scope with these claims is withdrawn in view of applicants' amendments to the 
claims. 

The rejection of Claims 1, 3, 4, 7, and 11-13 under 35 U.S.C. 112, first 
paragraph, as set forth in the Office Action of 1 May 2006, as failing to comply 
with the written description requirement is withdrawn in view of applicants' 
amendments to the claims. 

The rejection of Claims 1 and 3 under 35 U.S.C. § 102(b) as being 
anticipated by Takahashi et al. (1991, FEBS 288:65-71) is withdrawn in view of 
applicants' amendments to the claims. 

Maintained/New Rejections 
35 U.S.C. § 112, Second Paragraph 

Claims 1, 3, 4, 7, and 11-13 are rejected under 35 U.S.C, second 
paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

Claim 1 has been amended to read (at line 3-4) wherein (i) the mammal 

comprises a mutated fibroblast growth factor receptor-4 (FGFR-4) protein It 

is unclear, from the claim as presented, if applicant intends the mammal to be a 
transgenic animal engineered to express the mutated FGFR-4 protein, or the 
mammal has an endogenous mutated FGFR-4 protein. Furthermore, there is no 
nexus in the claim, as presented, between the cancer and the mutated FGFR-4 
protein. 

Claims 3, 4, 7, and 11-13 are included in this rejection as being dependent 
upon a rejected claim. 

35 U.S.C. § 1 12, First Paragraph 

Claims 1, 3, 4, 7, 11-13 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while enabling for a method for the therapeutic 
treatment of a cancer wherein the cancer is breast cancer, and wherein the 
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mammal comprises a mutated fibroblast growth factor receptor-4 protein wherein 
the mutation is in the transmembrane domain of FGFR-4 protein at position 388 
in which a glycine amino acid is substituted for an arginine amino acid, the 
sequence of which is deposited in the EMBL Gene Bank/DDBJ under X57205 
does not reasonably provide enablement for a method for the therapeutic 
treatment of any cancer wherein the mammal comprises a mutated fibroblast 
growth factor receptor-4 protein wherein the mutated FGFR-4 protein comprises 
at least one point mutation in the transmembrane domain of FGFR-4 that 
substitutes a hydrophilic amino acid for a hydrophobic amino acid. The 
specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to use the invention commensurate in 
scope with these claims. 

While determining whether a specification is enabling, one considers 
whether the claimed invention provides sufficient guidance to make and use the 
claimed invention, if not, whether an artisan would have required undue 
experimentation to make and use the claimed invention and whether working 
examples have been provided. When determining whether a specification meets 
the enablement requirements, some of the factors that need to be analyzed are: 
the breadth of the claims, the nature of the invention, the state of the prior art, the 
level of one of ordinary skill, the level of predictability in the art, the amount of 
direction provided by the inventor, the existence of working examples, and 
whether the quantity of any necessary experimentation to make or use the 
invention based on the content of the disclosure is "undue" (In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988)). 

Breadth of the claims : Claim 1, the independent claim of the instant 
invention, is broadly drawn to a method for the treatment of any cancer in a 
mammal comprising any mutation in the transmembrane domain of a FGFR-4 
receptor that substitutes a hydrophilic amino acid for a hydrophobic amino acid. 

Direction/guidance in the specification : The specification discloses a 
correlation between expression of the mutated FGFR-4 receptor protein, the 
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mutation being a point mutation in the amino acid 388 wherein glycine is 
replaced by arginine, and increased incidence of lymph metastases and 
decreased relapse-free survival time in patients suffering from breast cancer. 

Working examples : There are no working or prophetic examples drawn to 
treatment of any mammal by the methods of the instant invention. 

State of the art : Streit et al. (2006. Br J of Cancer 94:1879-1886, abstract) 
teach that there is no correlation of the FGFR4 Arg388 allele with overall and 
disease-free survival in melanoma patients. Mawrin et al (2006. Cancer Letters. 
239:239-245, abstract) teach that the FGFR4 Arg 388 does not play a major role 
in malignant gliomas. 

Thus, one of skill in the art would be unable to predict that the method of 
the instant invention would be able to treat any cancer, or even any cancer 
expressing the mutated protein. Undue experimentation would be required to 
determine which cancers, including which ones comprising the FGFR4 mutated 
protein could be treated by the methods of the claimed invention. 

Applicant traverses the rejection as applied to the recitation of mutated 
FGFR-4 receptor wherein the mutation comprises "at least one point mutation in 
the transmembrane domain of FGFR-4 that substitutes a hydrophilic amino acid 
for a hydrophobic amino acid". The grounds for the traversal are that the amino 
acid sequence of the transmembrane domain of FGFR-4 was known in the art at 
the time the subject application was filed, and is disclosed in the specification as 
SEQ ID NO:2 (page 9, paragraph 2 of Reply to Office Action of 7 August 2006) 
and that any experimentation required to practice the invention defined by claim 
1 would be routine, not undue. Applicant's arguments have been fully 
considered but are not found to be persuasive for the following reasons. 
Applicant has taught only one specific mutation, the FGFR4 Arg 388, that is 
associated with increased incidence of lymph metastases and decreased 
relapse-free survival time in patients suffering from breast cancer. The art 
teaches that this mutation is not associated with poor prognosis in other forms of 
cancer. Therefore, even though the transmembrane domain of the FGFR4 
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receptor comprises a defined number of hydrophobic amino acid residues, the 
skilled artisan would be unable to predict which mutations or substitutions, if any, 
would result in a mutated FGFR4 receptor that would be associated with poor 
prognosis in any form of cancer. Thus, undue experimentation would be required 
to first generate the appropriate mutations in the transmembrane domain of the 
FGFR-4 receptor and then determine if said mutations are associated with poor 
outcome in any type of cancer. 

Due to the large quantity of experimentation necessary to determine which 
cancers, other than breast cancer comprising the specific FGFR-4 mutation 
wherein the mutation comprises a point mutation in the amino acid 388 wherein 
glycine is replaced by arginine, could be treated by the methods of the instant 
invention, the lack of direction/guidance presented in the specification regarding 
the same, the absence of working examples directed to same, the breadth of the 
claims, which are drawn to treatment of any cancer comprising any point 
mutation in the FGFR-4 transmembrane domain that substitutes a hydrophilic 
amino acid for a hydrophobic amino acid, the complex nature of the invention, 
the state of the art which fails to establish a correlation between the presence of 
any FGFR-4 mutated protein comprising any point mutation in the FGFR-4 
transmembrane domain that substitutes a hydrophilic amino acid for a 
hydrophobic amino acid and poor prognosis in all types of cancers, and the lack 
of predictability for treatment of all types of cancers, undue experimentation 
would be required of the skilled artisan to make and/or use the claimed invention 
in its full scope. 



Conclusion: 

Since new grounds for rejection have been raised, this action is made 
non-final. No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Shulamith H. Shafer, Ph.D. whose telephone 
number is 571-272-3332. The examiner can normally be reached on Monday 
through Friday, 8 AM to 5 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Brenda Brumback can be reached on 571-272-0961. The 
fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 
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